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AN AWTIVTRAIi PREPARATION AND THE METHOD OP ITS PROBA- 
TION 

Oh.j ect 

5 The object of the invention is a "biological 

preparaion for the treatment of virus infections* 
ject of the invention is- also the procedure of its 
production, and further objects are the use of at terssax- 
ed Gumboro virus or Gumboro virus vaccine for treat- 

10 ment of virus infections in humans, and the applicatioxi 
of these preparations to humans* 

The preparation is* suitable for the treat- 
ment of practically any virus infection, and is pex-:L- 
cularly efficient against Herpesvirus infections, el-so- 

i> plastic diseases, aphthostomatosis and collagen dise- 
ases. 

Professional information 

Hepatitis virus infection damages the I1t.£-- 
20 parenchyma. It has three different forms, known as epi- 
demic hepatitis (hepatitis A virus infection), Scr.^ 
hepatitis (hepatitis B virus infection) and non-A-^cn- 
-B (or C) hepatitis, a condition presumably caused 
a hepatitis virus other than A or B. 
25 The clinical course of the hepatitis A infec- 

tion is relatively mild. Latency is usually 10-28 days. 
The patient is confined to bed for 30-45 day's, and 
disability lasts still longer. The infection evokes 
specific immunity to further hepatitis A infection?^; . 
30 but no vaccine is available for prevention. 



WO 86/00529 PCT/HL 85/00040 

» • »> 

- 2 - 

Hepatitis B infection takes a more serious 
clinical course, and its 'latency is also longer, 50 - 
- 160 days. Virus B is much more resistant to thermic 
and chemical influences than virus A and most other 
5 viruses. Hepatocellular carcinoma is' a frequent sequel 
to hepatitis B infection. This infection does not, as 
a rule, evoke an immune response. A .vaccine prepared 
from the blood of convalescents is available against 
hepatitis B, but it has "been little used on account of 
10 its possible side' effects (AIDS) and high price. 

As yet no preparation has been "available for 
hepatitis therapy. The purpose of the present invention 
has therefore been to develop a biological preparation 
suitable for the therapy and control of viral hepatitis. 
15 * ' 

Disclosure of the invention 

The object of the invention is the develop- 
ment, and method of production of an antiviral prepara- 
tion containing attenuated Gumboro virus, with or tiith- 
2° out an adjuvant potentiating the latter 's act.ion. 

Object of the invention is also the application of the 
above preparations, and the use of attenuated Gumboro 
virus, in human therapy. 

The Gumboro virus vaccine is known and wide- 
25 ly used in the veterinary field. 

The Gumboro disease is an acute viral disease 
of chickens, affecting them mainly at the age of 3-6 
weeks* Its main symptoms are watery diarrhea, hyper- - 
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trophy of the "bursa of Fabricius, and inflammation of 
the lymphoid organs. In the USA the Gumboro disease, 
also known as infectious bursitis of chickens, was 
first described by Congreve in 1957. The disease also 
5 occurs in European countries, among others in Hungary. 
The causal agent of the disease, an enterovirus, is 
noted for its high resistance . - The symptoms set in 
abruptly after a -latency of 2-4 days, and usually sub- 
side after a week; most losses occur between days 3 and 

1° 5 of the clinical course. In the outbreaks studied, 
morbidity was. 1-30 % 9 and mortality was 4-5 %• 

The Gumboro vaccine, i.e. the attenuated 
Gumboro virus -used by us is prepared by methods known 
from the literature. For example, a freeze-dried vacci- 

15 ne is prepared from attenuated virus propagated in pri- 
mary or secondary fibroblast cultures from 10-11-day 
chick embryos. Sterile virus material of at least 10° 
TCID^ 0 /0.1 ml titre may be used for production of the 
vaccine, as prescribed in the Pharm. Hung. VI. To the 

20 sterile virus material is added 50 % skim milk, and 2 
ml amounts of the vaccine are distributed to 10 ml 
vials for f reeze-drying . 

The expiration time of the vaccine is one 
year when stored in sealed vials at +4 °C . Safety test- 

2 5 ing is performed in 15 SPF chickens aged 3 weeks; the 
birds must not show symptoms within 14 days of vaccina- 
tion. 

The freeze-dried vaccine is delivered in 
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packing units of 100, 200 T 500 and 1000 doses, and is 
used for prevention of the Gumboro disease. It is ad- 
ministered orally, in the drinking water. 

The vaccine described above is used as active 
5 substance of the preparation which is the object of the 
invention. Naturally the attenuated virus itself, or 
any solution (e.g. a physiological solution) thereof 
can also be used for that purpose. 

The Gumboro virus is non-pathogenic for man 
1° even in its virulent state. Its attenuated form is * 
doubly safe for humans. 

Most human vaccines contain inactivated virus. 
However, the Gumboro vaccine - the object of the inven- 
tion - is prepared exclusively from attenuated virus. 
15 The underlying mechanism of its antiviral action is 
presumably an interference phenomenon, more precisely 
a competition between the infecting virus and the 
vaccine virus. 

We observed that the action of the attenuated 
20 Gumboro virus was potentiated mainly by certain tran- 
quillizers. Of the latter the drugs of choice are the 
phenothiazine derivatives substituted usually in posi- 
tions 2 and 10. Chlorpromazine (10-( 3' -dimethyl-amino- 
-propyl)-2-chloro-phenthiazine) proved to be the most 
25 effective compound in this respect. The range of the 
possible potentiating agents is, naturally, not limit- 
ed, to phenothiazine -like tranquillizers. 

Apart from chlorpromazine, promethazine, 
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methophenazine , amino promazine and simil.ar compounds 
can "be used as potentiating agents. 

The attenuated virus component of the prepa- 
ration which is the object of the invention should pre- 
5 ferably be adsorbed onto a common carrier substance. 

A freeze-dried vaccine with carrier proved to 
be the most advantageous, but the preparation can also 
be delivered in other forms, such as solution, suppo- 
sitory, capsule, emulsion, suspension, etc. 

1° The applied dose depends on the patient treat 

ed, actual composition of the preparation, stage of 
disease and virus strain used. Of the attenuated virus 
1000 to 5000 U, preferably 3000 -*4000 U, should be 
used daily either in a single dose or in 2-5 divided--- 

15 doses. Administration on 6 consecutive days is usually 
sufficient for full effect. Application may be oral or 
rectal, but where local therapy is required, as in 
•Herpesvirus infections, the preparation can be applied 
in the form of solution or ointment. 

20 With a potentiating agent added, the dosage 

also depends on patient, stage of infection and type of 
causative agent.. For example, chlorpormazine may be ad- 
ministered, at the daily dose level of 10-15 * rag. A 
synergistic preparation should contain 10-100 mg chlor- 

25 promazine for each 1000 U of attenuated virus. 

The preparations which are the object of the 
invention have been tested in many animal experiments 
and Human trials, and developed in these a practically 
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100 % therapeutic effect against both hepatitis A and 
B, without any toxic side effect. They are suitable not 
only for symptomatic treatment, but also for prophyl- 
actic use: the contact persons of hepatitis A patients, 
5 given Gunboro virus preventively within 5 weeks of 
latency, did not contract the infection. 

Further animal experiments and clinical 
trials in virus infections other than hepatitis have 
revealed the therapeutic efficiency of the preparations 
10 against many virus diseases. 

The most promising results were obtained in 
the following conditions: 

- Herpesvirus infections such as herpes 
simplex I, II, herpes zooster, cytomegalovirus disease, 

15 infectious mononucleosis (Epstein-Barr virus); 

- various viral neoplastic diseases, above 
all liver cancer; . 

- aphthostomatosis ; 

- collagen diseases, e.g. polyarteritis 

20 nodosa. 
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Claims* 

1. Procedure for the production of a biologi- 
cal preparation against virus diseases, charac- 
terized by combination of attenuated Gumboro 

5 virus with at least one registered carrier. 

2. Procedure according to claim 1, 

— characterized by addition of a potentiat- 
ing agent to the preparation, 

3. Procedure according to clajLm 2, 

10 characterized by* addition of ^sphlorproma- 
zine for potentiation, 

4. Antiviral preparation character- 
ized by comprising attenuated Gumboro virus. 

5. Antiviral preparation according to Clainf 
15 ^'^characterized by comprising a regis- 
tered carrier • 

6. Preparation according to claim 4 and/or 
claim 5, characterized by comprising a 
potentiating agent. 

20 7. Preparation according to claim 6, 

characterize* d by comprising chlorproma- 
zine as potentiating agent. 

8. Application of attenuated Gumboro virus or 
Gumboro virus vaccine for therapy of virus infections 

25 in humans, 

9. Treatment of human virus infections with 
Gumbqro vaccine or attenuated Gumboro virus. 

10. Treatment of hepatitis with Gumboro 
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vaccine*. or attenuated Gumboro virus. 

11. The treatment according to" claims 9 and 
10, characterized by using a potentiat- 
ing agent. 
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